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AB The invention describes methods for inhibition angiogenesis in 
tissues using organic peptidomimetic avp3 antagonists, and 
particularly for inhibiting angiogenesis in inflamed tissues and 
in tumor tissues and metastases using therapeutic compns . containing 
av(33 antagonists. The antagonists are organic compds . having a 
basic group and an acidic group spaced from one another by a distance in 
the range of about 10 Angstroms to about 100 Angstroms, as described in 
detail herein. 

IT 199807-23-3P 

RL: PAC {Pharmacological activity); RCT (Reactant); SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 
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(methods for inhibition of angiogenesis using avp3 
integrin antagonists) 
RN 199807-23-3 HCAPLUS 

CN L-Tyrosine, 0- [4- [ ( aminoiminomethyl ) amino]butyl] -N- [ [ [ (IS, 4R) -7 , 7-dimethyl- 
2-oxobicyclo[2.2.1]hept-l-yl]methyl]sulfonyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




IT 188575-95-3P 188576-02-5P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
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(methods for inhibition of angiogenesis using avp3 . tvJO (T^^ 

integrin antagonists) 0/" X 
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Absolute stereochemistry. 



NH 



H2N 




(CH 2 )4 




N 
H 



C0 2 H 



HN. Bu-n 

/A 

o o 



RN 188576-02-5 HCAPLUS 

CN L-Tyrosine, 0- [5- [ (aminoiminomethyl) amino] pentyl] -N- (butylsulf onyl) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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AB The present invention describes methods for inhibiting 
angiogenesis in tissues using vitronectin avp5 
antagonists. The avp5-mediated angiogenesis is 

correlated with exposure to cytokines including vascular endothelial 
growth factor, transforming growth factor-a and epidermal growth 
factor. Inhibition of avp5-mediated angiogenesis is 
particularly preferred in vascular endothelial ocular neovascular 
diseases, in tumor growth and in inflammatory conditions, using 
therapeutic compns . containing otvp5 antagonists. Thus, 

cyclopeptide cyclo (Arg-Asp-Gly-D-Phe-N-MeVal ) (I) was prepared by standard 
solid-phase methods using 9-f luorenylmethoxycarbonyl (Fmoc) chemical I and 
related RGD cyclopeptides, as well as N-sulf onyl-O-guanidinylalkyltyrosine 
derivs . , monoclonal antibodies, and synthetic matrix metalloproteins 
peptides and fusion proteins were tested for angiogenesis 

inhibition in a number of models, including an in vivo rabbit eye model. 
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angiogenesis inhibitors for treatment of eye diseases) 
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CN L-Tyrosine, 0- [4- [ (aminoiminomethyl ) amino] butyl] -N- (but ylsulf onyl ) - (9CI) 
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Absolute stereochemistry. . 
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CN L-Tyrosine, O- [5- [ (aminoiminomethyl) amino] pentyl] -N- (butyl sulf onyl ) - (9CI ) 
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2-oxobicyclo[2.2.1]hept-l-yl]methyl]sulfonyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB The present invention describes methods for inhibiting 
angiogenesis in tissues using vitronectin avp5 
antagonists. The avp5-mediated angiogenesis is 

correlated with exposure to cytokines including vascular endothelial 
growth factor, transforming growth factor-a and epidermal growth 
factor. Inhibition of av(35-mediated angiogenesis is 
particularly preferred in vascular endothelial ocular neovascular 
diseases, in tumor growth and in inflammatory conditions, using 
therapeutic compns . containing avp5 antagonists. Thus, 

cyclopeptide cyclo {Arg-Asp-Gly-D-Phe-N-MeVal ) (I) was prepared by standard 
solid-phase methods using 9-f luorenylmethoxycarbonyl (Fmoc) chemical I and 
related RGD cyclopept ides , as well as N-sulf onyl-O-guanidinylalkyltyrosine 
derivs., monoclonal antibodies, and synthetic matrix metalloproteins 
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peptides and fusion proteins were tested for angiogenesis 
inhibition in a number of antitumor models. 
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(CA INDEX NAME) 

Absolute stereochemistry. 
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CN L-Tyrosine, O- [5- [ (aminoiminomethyl) amino] pentyl ] -N- (butylsulf onyl ) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




0 0 



RN 199807-23-3 HCAPLUS 

CN L-Tyrosine, O- [4- [ ( aminoiminomethyl ) amino] butyl ] -N- [ [ [ (IS, 4R) -7, 7-dimethyl- 
2-oxobicyclo[2.2.1]hept-l-yl]methyl]sulfonyl]- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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The title compds. [I; Rl = H, CN, N3, NH2, C(:NH), H2N (C : NH ) NH; R2 , R3 = 
H, A, AS02, 10- (campheryl) S02, C02A, amino-blocking group, etc.; A, R4 = 
H, alkyl, PhCH2;X = alkylene, 1 , 4-piperidinyl ; Y = O, CONH, C . tplbond . C] , 
useful as aV-integrin inhibitors, are prepared and I-containing 
formulations presented. Thus, II [Rl - H2NC ( : NH) NH, R2 = H, R3 = BuS02, X 
= butylene, Y = O] was prepared and demonstrated a IC50 of 0.4 nM against 
the binding of vitronectin to the aVp3 receptor. 
188575-95-3P 188576-02-5P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of tyrosine-derivative aV-integrin inhibitors) 
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L-Tyrosine, 0- [4- [ (aminoiminomethyl ) amino]butyl] -N- (butylsulf onyl ) - (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 
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CN L-Tyrosine, 0- [5- [ ( aminoiminomethyl ) amino] pentyl] -N- (butylsulf onyl ) - (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 
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GI 




AB The present invention describes methods for inhibiting 
angiogenesis in tissues using vitronectin av(35 
antagonists. The avp5-mediated angiogenesis is 

correlated with exposure to cytokines including vascular endothelial 
growth factor, transforming growth factor-a and epidermal growth 
factor. Inhibition of ctvp5-mediated angiogenesis is 
particularly preferred in vascular endothelial ocular neovascular 
diseases, in tumor growth and in inflammatory conditions, using 
therapeutic compns . containing ctvp5 antagonists. Thus, 

Boc-Tyr-0CH2Ph (preparation given) was converted in 6 steps into guanidino 
derivative I. I and related guanidine and amidine derivs . were useful as 
angiogenesis inhibitors. 

IT 188575-95-3P 188576-02-5P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation) ; THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of tyrosine derivs. as compds . useful for inhibition of 
vitronectin avp5 integrin-mediated angiogenesis) 

RN 188575-95-3 HCAPLUS 

CN L-Tyrosine, 0- [4- [ (aminoiminomethyl ) amino] butyl] -N- (butylsulf onyl ) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 188576-02-5 HCAPLUS 

CN L-Tyrosine, 0- [5- [ ( aminoiminomethyl ) amino] pentyl ] -N- (butylsulf onyl ) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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=> d his ful 

FILE 'REGISTRY' ENTERED AT 11:24:08 ON 22 JUN 2004 
LI 3 SEA ABB=ON (188575-95-3 OR 199807-23-3 OR 18857 6-02-5 ) /RN 

FILE 'HCAPLUS 1 ENTERED AT 11:26:16 ON 22 JUN 2004 / 
L2 5 SEA ABB=ON LI 

L3 5 SEA ABB=ON L2 AND (7CANCER? OR 7CELL? (W) 7PROLIF? OR 7NEOPLASM? 

OR ?TUMOR? OR ?TUMOUR? OR 7CARCIN? OR ?ANGIOGENESIg? OR^ j 
7RETIN? (W) 7ANGIOGENESIS? OR ? ARTHRITIS? ) 5 ,fy<#* Q/t t^ 4 ^ ~~ 



FILE 1 MEDLINE, BIOSIS, EMBASE, JAPIO, JICST-EPLUS ' ENTERED AT 11:28:26 ON 
22 JUN 2004 
L4 0 SEA ABB=ON L3 



FILE 'REGISTRY' ENTERED AT 11:33:57 ON 22 JUN 2004 
D SAVED 

ACT HAR552L18/L 



L5 STR 



D QUE STAT L5 
L6 0 SEA SSS SAM L5 




FILE ' BEILSTEIN ' ENTERED AT 11: 
L7 0 SEA SSS SAM L5 g) 




V 
*/?) 




lie 4 L 7. 
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